ABSTRACT
INTRODUCTION

55
Heart failure (HF) is a progressive disease with poor prognosis and continues to be one of the 56 leading causes of morbidity and mortality in the world. In the U.S. alone, the prevalence of HF is roughly 57 5.7 million cases, with 670,000 new cases per year and estimated costs of $37.2 billion for 2009 (24, 34) .
58
To investigate the pathology of HF, numerous genetically engineered mouse models of HF have been progressively downregulated from neonate to detectable but low levels in the adult heart(19).
79
Upregulation of Mena during end-stage HF(8) mirrors the characteristic reversion to a "fetal gene 80
program"(12), similar to ANF and β-myosin heavy chain, which were concomitantly identified as 81 significant predictors of HF development(8).
82
Little is known about the specific role of Mena in the heart and the importance of its localization 83 in the ICD. However, Ena/VASP family members have been described as critical modulators of actin 84 assembly and cell motility (20, 35) . Furthermore, Mena is implicated in other actin-dependent processes 85 such as axon guidance, neural tube closure and cell-cell adhesion (6, 15, 33, 49, 57 
205
As with the other HF models, LV tissue from MLP -/-mice showed significant upregulation of Mena
206
protein expression compared to WT littermate controls ( Figure 1D ). Interestingly, salutary expression of 207 the carboxy tail of β-adrenergic receptor kinase normalized Mena expression in these animals ( Figure 1D immunostaining was performed in WT and CSQ mouse heart sections ( Figure 3A and B, respectively).
226
Consistent with prior reports in WT mice, Mena was predominantly expressed at the ICD, along the short 227 edge of neighboring myocytes (arrows, Figure 3A and B 
300
To evaluate the spatial distribution of Cx43 and vinculin, we performed confocal microscopy on
301
WT and Mena -/-myocardial sections ( Figure 9 and Supplemental Figure 2 ). In WT hearts, Cx43 was 302 typically present in ICD regions along the short sides of apposing cardiac myocytes (asterisks, Figure   303 9A 
692
The left panel is a cartoon of the heart illustrating its position in relation to the CCD camera. RV is right 
